Immunodominant cellular versus humoral responses to cytomegalovirus: relation to high levels of C-reactive protein and susceptibility to coronary artery disease  by Zhu, J. et al.
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and cdc2 ktn¢lse ~ct/vtty (24 hi, ~ll induced by the stimulants, were lab(hired 
by Tolrestnt. In vlvo, the ARI, Sorbinll (40 mg/kg/day), slgnlficantly inhibited 
lesion formation 10 days alter Injury, compared to controls, 
Conclusion: The data indicate thai not only is AR Involved in vascular 
alterations due to diabetes, but It m~y also pl~y a general role In proliferation 
of vascular cells mediated by growth feelers and oxidants, Phnrmncolog. 
Icnl inhibition of AR may represent a novel mothod for the prevention of 
athorosclsrotlc esion formation, 
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~ Inhibition of AorUo Atheroeoleroele in 
Apol lpoproteln E-deficient Mica by Recombinant 
Apol lpoproteln A.I Mllano 
P,K, ~hah, J, Nllsson, S, Keul, J, Yano, J, Zhu, A, Hamsten, B, Ceroek, 
Cedsr1~.Sln~/ M~'IIcRI Center, Lo~ Ang~l~, California, USA: K~rollnskt~ 
lnstltul~, Stockholm, Sw~o~n 
We tolltnd the hypothesis that recombinant apollpoprotein A-IM,,~.phospholipid 
complex (A.IM.PC) would inhibit aortic athorosalerosia t g) in apoE.detigiont 
ml~e, Control apoE.deflolent mica, ted a high.~holesteml diet, were sawn. 
riced at 20 (n =~ 8) or 25 weeks (N = ?), Treated mitre rocelved 40 mg/kg/doao 
A.IM.PC in =~ 15) or PC alone (n = B) Intrevennusly every other day from ~0 
to 25 weeks, Aortic AS was (dentitied by staining with 9udan IV, and lipid and 
ms(~roph~ge content in the ~ortic~ sinus plaques w~a measured after oil-rod 0 
and Mac.1 anhbedy staining, respectively, and quantified by morphomatly, In
tha ~ntrol mice, Aortic A~, lipid content and m~croph~ge nontent increased 
from 20 wks to 25 wka by 59% (I 1 t 1 vs 17 ~; 5% ~urtaco area, p = 0,00~), 
45% (~ .~ 8 w 3,?, :t*, 6% plaque area, p ,~ 0,0~) and by ~5% (10.8 :t 2 
v~ 13 :i 6% plaque area, p ~, 0,02) and by 25% (10.8 t 2 vs 13 t: 6, p ,, 
as), respoctNoly, Compared to control 25 wk-old mice, A-IM-PC reduced the 
extent of aortic AS by 41% (t ? ~ 5 vst 0:1 4%), lipid content by 59% (32 * 6 
vs t3 * 8%) and macrophago immunoroactlvlty b 56% (13 * 6 vs 6 ~ 3%) 
(all p .  0,05). PC atone had no oflocts on aortic AS (15 t 4 vs 17 t 5%) and 
m~crophagecentent (11 t 1,?vs 10,8 t 2%)butincmasndtholipidcontont 
in the aortic sinus plaque (32 t 6 vs 47 t 3%) compared Io control 25 wk.old 
mrs. Serum cholesterol evol~ wore elevated ( . t000 mg/dL) in all groups 
and did not chan~ signil¢.~nlly willt eilhe¢ A-I~,~-PC or PC alone. 
C~.n~tu.~n. Rocomblnrtnt A.I~-PC reduced aortic AS, and lipid and 
m,'lcrophago ccnt~:~', of ao~llc sinus plaques In opoE-deficiont mice., de- 
Rplte severe hyporoholosterolOmla. Thus, A-I~.s-PC may have a potenhal role 
In inhibiting progrossron nd promoting stabilization of athorosclnrosis 
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~_~98-3~_ Ma©rophage Homing to Atherosclerotlc Plaques in 
....... apo-E Oeflclent Mice Is Inhibited by Anti-lOAM.I, but 
Not by AntI-E-aelectln MAb 
R Thtagar~an, S. Patel, J,T. Willerson. ETH Yah, Univ of Texas Health 
Sctence Center and The Texas Heart Insfltute, Houston. Texas. USA 
~L~t~und: Monocytes~acrophages play an important role in the devel- 
opment o! atherosclerotic plaques, Adhesion molecules, such as ICAM-1 
nnd E-.~electin, h~vo been implicated in the recruitment of monocytes to the 
plaques, However, the rotattvo contribution o! those two adhesion molecules 
hRs not been clearly defined 
Methods: Mecrophagos wore loaded with fluorescent microspheros and 
miected into 40 week old Apo-E deficient mica. Anti-ICAM-1, anti-E-selectin, 
and isotype-matched controls were injected intmporitoneally into the Apo-E 
deficient mice six hours peer to the injection of macrophages. All mice were 
sacnticnd at 48 houm and macrophagos wore counted in the frozen sections 
in the plaques el the proximal one-millimeter l tbe aortic root. 
Results: The moan number ot macrophagos found adherent o the ath- 
em,~clemtic plaques in the proximal 1 millimeter of the aortic root was 143 
~ . . . .  • 
t ~ ~ T W - -  
17. The entb/CAM.1 antibody reduced macrophage adherence by 65% 
when compared with isotypo matched controls. The onU-E-selectin antibody 
did not significantly reduce macrophago mlgretlon when compared to isotypo 
matched controls, 
Conclusion: Our results demonstrate preferential usage of ICAM-1 over 
E.eelectln in the recruitment of monocyta/macrophage to the atheresclerott¢ 
plaques, 
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~ Immunodomlnlmt Ct l lu l l r  remus  Humorlll 
Roeponeos to Oytomegl l lovlme: Relllllon to High 
Levels o! C.rlllollve Protein and 8ue~lpl lbl l lb/to 
Comnnry Artery Oleeaeo 
.I, Zhu, G,M, Shearer, L,A, Pinto, F,M, Manncola, A,A, Owyumi, A, Prosed, 
R, M(noemoyer, $,E, Epstein. NHLBI, NIH, Be~d~,  MO~ USA 
Because of increasing evidence that human cytomega!ovims (CMV) pro. 
dlsposet~ to atheros¢lerosis, w~ determined whether dtflerent immune re- 
sponses to CMV occur in lmmunoeompetent indNIdua!S and, it so, Wbethe.r 
tl~e al~ilio lypo el immune response correlates with ¢orenery site W dis. 
e~lso (CAD), 16(I patients (pts) (64% men, 36% women, mean age 57) 
being evaluated for CAD were studied. Blood samples from each pl were 
tested for n cellular response (I'Q) to CMV using a T~ell prolileratmn assay 
and for a humors! response tab) to CMV using an ELISA Four immune re. 
sponse pottems against CMV ~.mro found: 26% with no derectalde r o ~  
tab/'t"¢ ~ ); 45% with humeral only (Ab+/T~.-); 21% wah both cellular and 
humeral (Ab+/TQ+); and 8% with cellular only tab-/To+). Because the back. 
ground CAD prevalence in men was too high (8P.%) for meamngful analy=s. 
cormlabons between 1he immune response to CMV and CAD prevalence 
was obtained from the women's data, CAD prevalence was 10% tn Ab/Tc 
pts; in Companson, it wsa high in Ab÷/Tc (68%,; P = 0.003) and in Ab./Tc+ 
pts (05%: P = 0,014), but was only 38% in Ab ./To÷ pts iNS). Also. tUgh 
levels of C-roachve protein (CRP) were found in 43% of Ab÷,q'e. but in only 
15% el Ab rrc+, similar to the frequency in Ab-/Te. pts (21%~. Pts wdh 
Ab+/Tc+ had an intem~odiate prevalence (31%). We conclude that CMV is 
assnciated with CAD, but the nsk is related to the host's immune ~ e :  
It appears that a humeral response conveys suscoptll~hty oCMV inflamma- 
t,)ry achvity and CMV-induced atherosclerosis, whereas a cellular response 
¢ envoys resistance 
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~ Evidence of Chlamydla Pneumonias in Human 
Arteriosclerotic Lesions: Insights Into its Possible 
Pathogenic Role 
G ~a, ,medo l  I Schv~LJckl~g, R ;~uttul, I Strumpet, U Welsch  t Bernd /  
L~lcleritz. Departel~t of Ca~bolo~; UnJ~,ewsdy of Bonn. Bonn. Germany. 
Ir)sfltute of Anatomy. University of Munich. Munich. German). 
~lckground. Our current uodorstanding el the role of Chlamydia pneumo- 
nlao in artenoscleros|s i based on seroopldemiologic and prohmina~ labo- 
ratory data. However, there remains a body of uncerlalnty about the specil=c 
pathogenic mechanisms that may contribute to intimal disease 
Methods: Human coronaw and carotid plaques (e = 32) removed by 
percutaneous athoroctomy or surgery wore oxamined tar the presence el 
Chlamydta pnoumoniao (C) by immunohistochemistry (Medac Inc., positive 
control with mammalian epithohal cells infected with C) and transmission 
electron microscopy (TEM). 
Results: In 3 el 5 carotid and tn 12 at 27 coronary artonos, immunoro- 
action for C was positive, thereby exhibiting a speckled distnbution pattern. 
Strongly coil-bound signals were Iound with smooth muscle cells (SMCs). 
macrophages and in capillary-nob plaque areas. Most importantly. 10 of 15 
corona~ lesions with acute coronary syndromo, but only 2 of 12 lesions with 
stable angina presented C signals (67% versus 17%; p • 0.01). Moreover. 
high power magndication revealed C-induced cell death, indicated by focally 
arranged ceuular fragments and C labeling. TEM analysis allowed to localize 
C elementary bodies within large phagocytotic macrophages and. in some 
cases, C reticular bodies within macrophages and SMCs. More trequently, 
C elementary bodies were focally arranged adjacent o apoptotic SMCs, in 
particular in the pericellular territory between apoptotlc remnants and ex- 
tracellular m :tri~,. Likewise, these bodies were detected close to eecrotic 
SMCs and macrophages. Several foam cell-nch areas presented distinct C 
elementary bodies coincident with local calcification structures. In contrast, 
C signa!s with viable SMCs and C elementary bodies with intact extracellular 
matnx were only infrequently found, 
Conclusions: The present immunohistochemical and TEM analysis pro- 
vides evidence of Chlamydiao pneumonias in human target lesions. Our 
data suggest the presence of Chlamydia with cells undergoing programmed 
or accidental cell death (apoptosis or necrosis). The intralesional preva- 
lence of Chlamydie pneumoniae with acute coronary syndromes compared 
